Application/Control Number: 09/917,222 
Art Unit: 1631 



Page 2 



CLAIMPTO 
WNP 

12/21/2004 

I. (Currently Amended} A method of eliciting broad spectrum protective immunity against 
Neisseria meningitidis, said method comprising the steps of: 

administering to a mammal a first preparation of "microvesicles (MVs) from a first Neisseria 
meningitidis species that is a member of a first serotype and of a first serosubtype, in an amount 
sufficient to elicit an immune response to epitopes present in said first preparation; and 

administering to said mammal a second preparation of M Vs from a second Neisseria 
meningitidis species that is ti member of a second serotype and of a second serosubtype, to an amount 
sufficient to elicit an immune response lo epitopes present in said second preparation; 

wherein the serotype or sero&ubtype of each of the first and second firstvsecofld l , and tl m4 
Neisseria meningitidis species is different, and wherein administering of the first am! second fosfr 
se^ftd^iid-tliiFd-preparations is sufficient to click an immune response- in said mammal, wherein said 
immune response confers protective immtmity against a di se as e cau sed-by more than one strain of 
Neisseria meningitidis species . 

2* (Original) The method of claim I, the method further comprising: 

administering to said mammal a third preparation of outer membrane vesicles (OMV) v MVs, or 
both OMVs and M-Vs- from, a third Neisseria meningitidis species that is a member of a third serotype 
and of a third serosuhtype, m an amount sufficient to elicit an immune response to epitopes present in 
said third preparation. 

3, (Original) The met hod of claim 2, wherein the first, second, and third preparat ions are 
administered serially, 

4, (Original) The method of claim 3, wherein the preparations are administered such that the first 
preparation is administered first, the second preparation administered second, and third preparation 
administered third. ^ 
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5. (Currently Amended) The method of claim I, wherein the lifs^^^^^W>ifd first mid 
jggQHd preparations are administered as a mixture. 

6. (Original) The method of claim I, wherein the third preparation comprises MV$. 

7. (Currently Amended) The method of clasm l t wherein &e-protective immunity is conferred 
is-against & di se a s e at least four strains of Neisseria meningitidis species. 

8. (Currently Am&uded) The method of claim 7, wherein protective immunity conferred is 
against a^tisease ' caused by more than one strain of serogroup B Neisseria meningitidis species. 
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20. (Previously Presented) The method of claim 1 > wherein the OM.V and MV preparations are 
administered together with pharmacoiticaMy acceptable exeipients. 

21 . (Currently Amended) The method of ektro*4 claim 2ft, wherein the excipients compn.se an 
adjuvant. 

22. (Currently Amended) The method of c lainvl - claim % U wherein the adjuvant is -seteeted 
]V<»*Kh« gf^»p^^^ting^* aluminum phosphate, aluminum hydroxide, alum or MFS9, 

23. {Previously Presented) The method of claim 1, wherein administering is by injection, 

24. (Previously Presented ) The method of claim 1 > wherein administeri ng k oral or by aerosol 
administration. 

25. (Previously Presented) The method of claim 1, wherein the mamma! is a human. 

26. (Original) The method of c!aim 25, wherein the human is immunologically naive with 
respect to Neisseria meningitidis. 

27. (Original) The method of claim 25, wherein the human is \\ human child legs than five years 

old 

41, (New) The method of claim 1, wherein the fust and second preparations arc treated to reduce 
endotoxin. 

42, (New) The method of claim 41, wherein endotoxin reduction is by detergent extraction with a 
detergent other than dcoxycholate, 
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9. (Currently Amended) A method of eliciting broad spectrum protective immunity against a 
feeftsfr"ga^^%)KH^^ B of Neisseria meningitidis, said method comprising the steps 
of: 

administering to a mammal a first preparation of microvesicles (MV$) from a first Neisseria 
menmgnidis species that is a member of a first serosuhtype, in a amount sufficient to elicit an immune 
response to epitopes present in said first preparation; 

administering to said mammal a second preparation of MVs from a second Neisseria 
meningitidis species that is a member of a second serosubtype, in a amount sufficient to elicit an 
immune response to epitopes present in said second preparation; 

wherein the serosuhtype of each of the Rrst and second Neisseria meningitidis species is 
different* and wherein administering of the First and second preparations i& sufficient to elici t an immune 
response in said mammal, wherein said immune response confers protective immunity against a dtseasa 
eat*sed-by-at least four strains of Neisseria mewngtidis spzwes, 

10. {Original) The method of claim 9, wherein the method further comprises administering to 
said mammal a third preparation from a third Neisseria meningitidis speeies that is a member of a third 
serosubtype, the third preparation comprising outer membrane vesicles (OMV), MVs, or both OM Vs 
and. MVs, said administering being in an amount sufficient to elicit an immune response to epitopes 
present in said third preparation, wherein the serosubtype of the first and third species is different. 

12. (Original) The method of claim 9> wherein the first and second preparations are administered 
as a mixture. 

13. (Original) The method of claim 9, wherein the first and second preparations are administered 
serially. 

43. (New) The method of claim 9, wherein the first and second preparations are treated to reduce 
endotoxin. 

44 (New) The method of claim 43, wherein endotoxin reduction is by detergent extraction with a 
detergent other than deoxychokfe.. 
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.14. (Currently Amended) A method of eliciting broad spectrum protective immunity against a 
disease caused by a Neisseria meningitidis species, said method comprising the steps of: 

administering to a mammal a first preparation from a first Neisseria meningitidis spid£&, the 
first preparation comprising outer membrane vesicles (OMV), microvesicles (MV) } or both OMV and 
MV, said administering of the first preparation being in an amount sufficient to elicit an immune 
response to epitopes present in said first preparation; 

administering to the mammal a second preparation from a second Neisseria meningitidis species 
that is genetically diverse to the first Neisseria meningitidis species., the second preparation comprising 
outer membrane vesicles (OMV), mierovesicies (MV), or both OMV and MV, <uiid administering of the 
second preparation being in an amount sufficient to elicit an immune response to epitopes present in said 
second preparation; 

wherein administering of the first and second preparations ettete; an immune response in said 
mammal wherein said immune response confers protective immunity agaimt #^is^e-#at*se*l more 
than: one strain of Neisseria meningitidis species. 

15 . (Original) The method of claim 14, comprising the additional step of administering to said 
mammal a third preparation of outer membrane vesicles from a third Neisseria meningitidis species, 
which third species that is genetically diverse to at least the first Neisseria meningitidis species, said 
administering being in an. amount sufficient amount to elicit an immune response to epitopes present in 
said third preparation. 

40. (New) The method of claim 14, wherein the first and second preparations are administered 
serially; 
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45, (Neiv) The method of claim 14, wherein the first and second preparations are treated to 
reduce endotoxin. 

46, (New) The method of claim 45, wherein endotoxin reduction is by detergent extraction with a 
detergent other than deoxychalate 

47, (New) A method of eliciting broad spectrum protective immunity against a disease caused by 
a Neisseria meningitidis species, said method comprising the steps of: 

administering to a mamma] a first preparation from a first Neisseria meningitidis species that is a 
member of a first serotype and of a first serosubtype, the first preparation comprising outer membrane 
vesicles (OMV), micro vesicles (MV), or both OMV and MV, said administering of the first preparation 
being m an amount sufficient to elicit an immune response to epitopes present in said first preparation; 

administering, to the mamma! a second preparation from a second Neisseria meningitidis species 
that is a member of a second serotype and of a second serosubtype, the second preparation comprising 
outer membrane vesicles (OMV), mierovesicles (M V), or both OMV and M V, said administering of the 
second preparation being in an amount sufficient to elicit an immune response to epitopes present in said 
second preparation; 



wherein the serotype or serosubtype of each of the first and second Neisseria meningitidis 
species i& different, and wherein administering of the first and second preparations elicits an im mune 
response in said mammal, wherein said immune response confers protective immunity against more than 
one strain of Neisseria meningitidis, species. 

48. (New) The method of claim 47 ? further comprising: 

administering to said mammal a third preparation of outer membrane vesicles (OMV) T MVs f or 
boih OMVs and MVs from a third Neisseria meningitidis species thai is a member of a third serotype 
and of -a third serosuhtypc, in an amount sufficient to elicit an immune response to epitopes present hi 
said third preparation. 

49, (New) The method of claim 48, wherein the first, second, and third preparations are 
administered serially. 
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